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Providing a Gene Therapy Agent 
Polynucleic acid (e.g., DNA, (m)RNA) 
Vector (expression cassette) 
Accessory molecules (e.g., liposome, polymerase, 
regulatory factors) 

Protein (e.g., Apo AI-(Milano), collagen) 



Administering the Gene Therapy Agent 
In vivo (e.g., injection, direct uptake, receptor- 
mediated uptake, intravenous, ingestion) 
Ex vivo (e.g., injection, direct uptake, receptor- 
mediated uptake, electroporation, precipitation) 
Target cell population (e.g., muscle, vascular, 
hepatic, harvested cells, donor cells) 



Expressing the Protein 
Modulating expression level 
Selective expression 
Localized expression 
Distant expression 



Modifying the Vulnerable Plague 
Fibrous cap reinforcement 
Reducing lipid pool size 
Modifying lipid pool constitution 
Modifying inflammation response 
Preventing vulnerable plaque formation 
Preventing vulnerable plaque enlargement 



( E " D ) 



101 



102 



.103 



FIG. 1 



1/5 



WO 2004/037295 



PCT/US2003702506: 




FIG. 2 



WO 2004/037295 



10/531851 



PCT/US2003/029062 



I 

O 



tn 

-p 

o 

tn 



-P rd 

rd m 

tn rd 
tn (0 

-P tn rd 

tn tn fd 

o tn o 

m -P tn 

-P P fd 

tn o o 



tn o 
rd m 
tn +j 
03 U 



tn 

CO 
tn 
tn 

tn 



U 

u 

tn tn tr< 

fd rd rd 

tn O rd 

tn tn tn 



tn o -P 
rd tn O 
rd o tn 
tn tn tn 



fd -P 
tn u 



rd 
rd 

u 

tn o 



tn 
tn -P 



tn o 
-P O 
U 
■P 
rd 
u 



o 
-p 
u u 

tn tn 



tn o 
u 



tn tn tn 



fd -P 
tn u 
o o 



fd 

•P 



-P o 

tn tn 

-P O 

O O 

fd P 

O O 

O tn o 

tn tn -P 

tn oj o 

-P m O 



fd +j fd 
fd 

(0 

fO m 

tn rd 



tn u 
tn u 



.p rd tn 
u tn o 
tn tn tn 
tn fd -P 



tn 
■P 
U 
O 
fd 



tn P 
tn u 
rd p> 



u 

tn tn tn 
-P 
rd 
u 



tn o 
tn fd 



o 
m 
o 
tn u 
-P u 



u 
o 
tn 
tn 
-P. 



tn u 
tn u 
fd 
fd 
u 
o 



o 
fd 
-P 
tn 
tn rd 



tn 
fd 



O tn 
u -P 
m -p 
tn -p 
tn tn 
fd fd 
fd o 
tn o 
-P O 
tn P 



tn -p 
-P m p 
tn tn 
U tn 



rd o o 

tji tn tn 

m fd 

tn tn fd 

tn tn tx> 
tn tn m -P 



o 

4-> 



fd 

tn fd U 
ty\ tn o 
fd 



tn 



tn -p tn tn o 



tn -P 

u o 

tn tn 

o u| 

tn tn 

o rd 

tn u 

o u 

tn tn 

O u 



tn U 
u o 
m 
u 
o 
fd 
-P 

& o 
fd -p 



tn 
o 

rd -P 
tn o 
tn -P 
fd u 
tn tn 
o 

tn 



tn U rd 



fd tn tn 
tn -P tn 
O tn 
-P 
fd 



tn tn tn 



•P 
fd 



CO 
CD 
CO 

fd 

CM 

r- 



(D 
U 

CD 

D 1 

CD 
W 

< 
Q 



-P 
O 
m 
fd 
o 

tn fd <d 
4-3 tn tn 
rd rd -P 



tn -P 
tn o 



fd -P rd 
tn 
tn 
fd (d 
tn u 



tn u 
tn -p 



tn tn 
fd tn 



-p 
tn 



tn o 
u rd 
tn tn 
u u 
tn tn 
tn u 
tn tn 
m 4-> 
tn fd 
fd tn 



tn u 



tn tn 
m -P 
tn o 
o rd 
fd tn 
tn fd 
u o 



tn tn 
u -P 
tn o 
u u 



•p 



tn o 
fd tn 



u 
u 
o 



tn .p 
fd o 
o u 
tn tn -p 
fd tn o 
tn o tn 
fd tn rd 
u fd rd 
tn o fd 
fd -P 



-P tn fo 
tn fd 
-P 
o 

m 



fd 

fd o 
tn tn u 
-P rd -P 
fd u 



tn o> tji 



fd tn 
tn rd 
tn u 
fd fd 
tn -p 
u u 



tn rd fd rd tn u 
tn tn o tn tn u 



a 



o 
-p 



tn u m 
m -p u 



tn u 
-p u 



U O -P 
tn tn tn 
o tn tn 
tn fd fd 
tn fd fd 
u tn o 
tn m -P 
tn tn +j 
O U O 
fd tn tn 



tn o 
fd u 



fd 
fd 
fd 
-P 

tn u o 
U tn tn 
fd +J fd 
tn tn u 



tn u 
fd -P 



OOP 
tn tn o 
tn fd 
fd 



tn o 
O fd 



tn 
tn o 
-p fd 
o tn 
O tn 
tn tn p 
O tn o 



tn o 
o o 



■p 
o 

tn o p 
•P tn fd 
rd 



o 



o 



fd 
fd 

tn tn tn U 
-P 
u 



-P 
o 



o 
fd 



< 

CO 

CD 
u. 



tn fd fd 
tn tn o 
fd -P 
tn O 

tn tn tn O 
O 
fd 
a 



fd 

tn tn 
fd fd 
tn o 



tn o 
tn -p m 
fd tn fd 



rlHHrlHrlrlHrlHH 



Q 
m 

CM 

o 

00 
CM 

m 

o 



CO 

^p 
-p 

CO 
4J 

> 

CO 

tj 

TJ 



cd fd 

> CD 
M iH 
p 

P fd 
>i fd 



H 

p 
>1 

CD 



tr fd 

M CO 



tJ 1 



(DHH 

tr <d mh 

^ TJ CO 
X. CO > 

^ >1 ^ 

m fd co 
TJ H <D 

V X! rH 
rH -P > 



-P & 

_j co 



>i u 
a* H 
tr m 

> TJ 



tn 

tr 
u 

rH 

TJ 

a> 

rH 



O 

S 
I 

s 



00 
CM 



> rH 

>i TJ 

P co 
tn 
co 



fd 
fd 



T5 

rH 
> 



TJ 
M 

e 

<D 

e <d * 

CD tn CD 
tT rH to 
P CI, rH 
H CO -P 

tn rH CO 



CD 

o 
c 

CD 

tr 

<D 
CO 

Q 
H 

o 

S3 



fd 

> 

M 
T5 

CO 

a 

CD 
T5 



CD 
-P 

i 0 

CD 

rH 

C 
TJ 

4H 



^ rH 

(D 

tJ 1 CD 

rH 4-> 

CD m 

rH rd 

tr >l 

P CD 



<D fd fd 
tr tn rH 
-P CD P 

> tJ 1 fd 
«H tn 
tn CD tn 

rH fd C 

tJ 1 P CD tJ 1 
(DH^ 

P rH £ 



I 

O 



rH CM 00 ^ 
^> rH rH CM 



tn 

CO 

g 

LL 



3/5 




BEST AVAILABLE COPY 



WO 2004/037295 



t 



10/531851 

PCT/US2003/029062 




BEST AVAILABLE COPY 



